and sequences provided in Supplemental Table 1 . Reactions 1-4 are described below and were run on the successful recombinant strain a mini-prepped sample of the recombinant plasmid used to prepare the strain, the ΔpyrF parent strain and the wildtype Hb. NRC-1 strain. Reaction 1: PCR primers ct_gene_of_interest_a_F and HA_epitope_R are used to amplify a fragment of the target gene that includes the HA-epitope. This verifies either chromosomal tagging or the presence of residual tagging vector. Reaction 2: PCR primers k_vng167g3_e_F and k_vng1673g_d_R that flank the chromosomally encoded pyrF gene are used to amplify across the pyrF locus. This reaction should yield a 2050bp product when Hb. NRC-1 genomic DNA is used as template and a 712bp when Hb. NRC-1 ΔpyrF strain genomic DNA is used as template. This reaction verifies that the absence of pyrF gene reintegration into the Hb. NRC-1 ΔpyrF chromosome. Reaction 3: PCR primers k_vng1673g_g_F and k_vng1673g_h_R are used to amplify a region 465bp upstream of the pyrF stop codon to 70bp down stream of the pyrF stop codon. This final reaction should yield no product in the Hb. NRC-1 ΔpyrF strain and its derivatives. A 535bp product is formed in Hb. NRC-1 and the pNBK07 and pRSK01 plasmids. This reaction confirms that the plasmid is absent and that the pyrF gene has not reintegrated in Hb. NRC-1 ΔpyrF background. Reaction 4: PCR primers k_vng1673g_g_F and o_pNBK07_a_R are used to amplify a segment of the pNBK07 or pRSK01 encoded pyrF gene. The absence of product, in combination a product when the same PCR primers are used with in plasmid containing control reaction, further confirms loss of the plasmid. ) and unfixed IP reactions (4, 10) produce significant enrichment of the target protein which could not be observed in the whole cell extract, either fixed (3, 9) or unfixed (5, 11). The Halobacterium salinarum NRC-1 strain without any introduced HA-epitopes was found to have no IP-enriched proteins (12), though a band was detected in the unfixed whole cell extract (6). This band likely results from a native protein with an epitope similar to that of HA. This band was observed in all other whole cell extracts (3,5,9,11); however we note that the IP reaction was of sufficient stringency to remove this artifact as this band is not detected in any of the ChIP or IP samples. Contents of each lane are summarized again below: 8 cells were harvested at each time point and immunoprecipated as described in Materials and Methods. Immunoprecipated sample was mixed with 6x Loading Buffer and loaded directly onto PAGE gel. Protein was transferred to PVDF membrane, blocked with 0.5% casein and probed with HA-HRP conjugated antibody. Membrane was exposed to radiography paper for 20 mins (shown above). Increasing exposure to 9 hours (not shown) did not increase the intensity of the faint bands seen at 20 minutes. Negative controls (IPs run without antibody and whole cell samples that are not shown) displayed no visible bands. Quantitative measurements of the bands in the image above (shown in the table below) were calculated using ImageJ Software in reference to OD 600 0.90, replicate A and are shown on a scale of 0 to 100. early log mid-log stationary . For each biological replicate of the TfbD ChIP-seq experiment, the full peak lists were examined at increasingly stringent different enrichment ratios. Each of these increasing stringency datasets was examined for the number of predicted binding sites (squares, left y-axis) and the percentage of predicted binding sites that were shared with the full dataset of the biological replicate (solid lines, right axis). 
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